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* Detection of MRD in an
apheresis stem cell
sample is associated
with a high risk of
relapse after ASCT.

Post-ASCT
surveillance MRD
testing of plasma
samples reliably
identified patients with
impending relapse.

Improved biomarkers are required to guide the optimal use of autologous stem cell
transplantation (ASCT) in patients with relapsed/refractory (R/R) diffuse large B-cell
lymphoma (DLBCL). We hypothesized that minimal residual disease (MRD) identified using
immunoglobulin high-throughput sequencing in apheresis stem cell (ASC) samples, post-
ASCT peripheral blood mononuclear cell (PBMC), and plasma samples could predict relapse.
We studied 159 patients with R/R DLBCL who underwent ASCT, of whom 98 had an ASC
sample and 60 had post-ASCT surveillance samples. After a median post-ASCT follow-up of
60 months, the 5-year progression-free survival (PFS) was 48%. MRD was detected in of
23/98 (23%) ASC samples and was associated with very poor PFS (5-year PFS 13% vs 53%,
P <.001) and inferior overall survival (52% vs 68%, P = .05). The sensitivity and specificity of
ASC MRD positivity for progression and death were 36% and 93%, respectively. Positive ASC
MRD remained a significant predictor of PFS in multivariable analysis (hazard ratio [HR],
3.7; P <.001). Post-ASCT surveillance MRD testing of plasma, but not PBMC samples, reliably
identified patients with an impending relapse. A positive plasma MRD result was associated

with inferior PFS (HR, 3.0; P = .016) in a multivariable analysis. The median lead time from
MRD detection to relapse was 62 days (range, 0-518 days). In conclusion, the detection of
MRD in ASC samples is associated with a very high risk of relapse, justifying alternative
treatment strategies or trials of novel consolidation options in these patients. Furthermore,
post-ASCT MRD monitoring may facilitate the evaluation of the early initiation of treatment
at molecular relapse. This trial has been registered at www.clinicaltrials.gov as
#NCT02362997.
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Introduction

Autologous stem cell transplantation (ASCT) can be curative for
patients with relapsed or refractory (R/R) diffuse large B-cell lym-
phoma (DLBCL), and relapse remains common."? Currently, pre-
ASCT positron emission tomography (PET) is an important tool
for selecting patients for ASCT; however, the sensitivity and
specificity of PET in this setting are suboptimal.*® Better bio-
markers are needed to improve patient selection for ASCT,
particularly with the emergence of chimeric antigen receptor (CAR)
T-cell therapy. Improved biomarkers may also be helpful in sur-
veillance after ASCT. In the post-ASCT setting, patients typically
undergo clinical examination and periodic imaging. Early detection
of relapse after ASCT could help identify candidates for preemptive
interventions and facilitate the clinical investigation of such
strategies.

Circulating tumor DNA (ctDNA) is an emerging biomarker with
promising results in DLBCL. Multiple techniques, including
immunoglobulin-based high-throughput sequencing (IgHTS) and
panel-based approaches, have demonstrated encouraging results.
Higher levels of ctDNA at diagnosis have been linked to increased
total metabolic tumor burden, higher international prognostic index,
shorter diagnosis-to-treatment interval, and inferior event-free sur-
vival (EFS).”® The lower clearance of ctDNA following frontline
treatment, salvage chemotherapy, and CAR T-cell therapy is
associated with worse EFS and overall survival (0S),”°"" and the
re-emergence of ctDNA following induction therapy is strongly
correlated with relapse.®'? To date, no studies have examined the
prognostic value of HTS-based minimal residual disease (MRD)
assessment in patients with DLBCL undergoing ASCT. Older
studies have shown that patients with DLBCL undergoing ASCT
who received a minimally contaminated stem cell product (based
on cell culture, Southern analysis, or polymerase chain reaction)
had significantly worse survival outcomes'®'® similar observations
have been made for patients with mantle cell’®'® and follicular
lymphoma.'®?° Novel MRD assays may provide a more sensitive
marker of contaminated graft before ASCT, and therefore could
guide more selective use of ASCT. In addition, MRD monitoring
after ASCT could identify impending relapse and be used as a
platform to deploy preemptive interventions after ASCT.

To characterize the prognostic value of IgHTS-based MRD testing
before and after ASCT, we assembled patients with DLBCL who
underwent ASCT and had apheresis stem cell (ASC) samples and/
or serial plasma and peripheral blood mononuclear cell (PBMC)
samples available for analysis. To maximize the sample size and
obtain the best possible assessment of the prognostic value of
IgHTS in this setting, we analyzed 3 different cohorts of patients
with DLBCL who underwent ASCT. Here, we report the prognostic
value of IgHTS in 159 patients.

Methods
Patients and samples

Samples were collected from 3 cohorts of patients who underwent
ASCT for pathologically confirmed R/R DLBCL, transformed
indolent lymphoma (TIL), or primary mediastinal large B-cell lym-
phoma (PMBL) (Figure 1). All eligible patients had baseline tissue
samples available for tumor Ig detection. Patients in cohort 1
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underwent ASCT at the Dana-Farber Cancer Institute (DFCI) from
2003 to 2013 and had an ASC sample available for analysis.
Patients in cohort 2 underwent ASCT from 2014 to 2016 at DFCI
and were enrolled in a prospective tissue banking study. When
feasible, ASC samples were banked and serial post-ASCT
peripheral blood (PB) samples (PBMC and plasma) were
collected at the following time points after ASCT: 1, 2, 3, 6, 9, and
12 months and every 6 months thereafter. A subset of patients in
this cohort also had pre-ASCT PB samples available for the anal-
ysis. Patients in cohort 3 underwent ASCT from 2015 to 2016 and
were subsequently treated in a phase 2 trial of pembrolizumab
maintenance therapy (#NCT02362997). The trial showed no
benefit with pembrolizumab treatment®', and PD-1 blockade has
shown limited efficacy in DLBCL in other settings®>. As these
patients had rigorous prospective post-ASCT sample banking, they
were included and analyzed together with cohorts 1 and 2. Patients
in cohort 3 had serial post-ASCT PBMC and plasma samples
collected at the following time points: before initiation of pem-
brolizumab (generally 30-60 days post-ASCT); 10, 16, and 22
weeks after pembrolizumab initiation; and 12 and 18 months after
ASCT. A subset of cohort 3 patients also had ASC samples
available for the analysis. The study was conducted using samples
from 2 biobanking protocols at the DFCI (both approved by the
DFCI institutional review board) and a clinical trial that was insti-
tutional review board approved at each participating center (DFCI,
Memorial Sloan Kettering Cancer Center, Beth Israel Deaconess
Medical Center, City of Hope National Medical Center, and Mas-
sachusetts General Hospital). The study was conducted in
accordance with the Declaration of Helsinki.

Double expressor lymphoma (DEL) and double-hit lymphoma
(DHL) status was collected when available and defined as previ-
ously reported.?®

Pre-ASCT PET analysis. Radiological reports from pre-ASCT
fluoro-['®F]-deoxy-2-D-glucose (FDG) PET/CT assessments were
retrospectively reviewed to determine the pre-ASCT metabolic
response in all patients. Among the 98 patients with a pre-ASCT ASC
sample, a pre-ASCT FDG PET/CT scan was available for review in 52
patients (53%). These FDG PET/CT scans were independently
interpreted by 2 nuclear medicine radiologists (H.J. and H.P.) and
assigned a Deauville score (DS) of 1 to 5. Discordant DS's were
resolved by a joint image review and consensus interpretation. In no
case could a consensus be reached. The radiologists were blinded to
the post-ASCT outcomes.

Autologous transplantation and post-ASCT surveillance. Stem
cell mobilization, leukapheresis, conditioning chemotherapy, and sup-
portive care were performed according to institutional standards.
Radiographic assessments after ASCT were performed at the
discretion of the treating physicians in cohorts 1 and 2. In cohort 3,
restaging PET/CT scans were performed before the initiation of
pembrolizumab, during weeks 10 and 22 of the study treatment, and
again at 12 and 18 months after ASCT.

IgHTS MRD assessment

Samples were assessed for MRD using IgHTS. Samples in cohort
1 were analyzed in 2015 using the clonoSIGHT platform.*
Samples from cohorts 2 and 3 were analyzed from 2020 to
2021 using the next generation IgHTS ClonoSEQ assay (Adaptive
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Figure 1. Schema of the 3 cohorts. ASC samples were collected from patients in cohort 1. Pre-ASCT ASC samples and post-ASCT surveillance plasma and PBMC

samples were collected from patients in cohort 2. In addition, a subset of cohort 2 patients had 1 pre-ASCT PB sample collected. Patients in cohort 3 had post-ASCT surveillance

plasma and PBMC samples collected, and a subset of patients had available pre-ASCT ASC samples. The samples are color-coded by cohort (cohort 1, purple; cohort 2, green;

cohort 3, red).

Biotechnologies, Seattle, WA), as previously described
(supplemental Methods).”> Each clonotype sequence was
assigned a uniqueness score that reflects its likelihood of being
detected in a healthy subject. ASC samples were collected over a
median of 2 days (range 1-7) and samples from each collection
were analyzed separately. The median input into the IgHTS reac-
tion for each patient's ASC and PBMC sample(s) were 4.26 x 10°
(range, 4.22 x 10%2.62 x 107) and 2.23 x 10° cells (range,
1.92 x 10°%-4.55 x 10°), respectively. The median input into the
IgHTS reaction for plasma samples was 0.68 mL (range, 0.16-1.16
mL) which contained a median of 3.44 x 10° total genome
equivalents (range, 4.46 x 10%-2.86 x 10°). MRD testing was not
performed in real time or used to drive clinical decisions.

Statistical analysis

Progression-free survival (PFS) and OS were estimated using the
Kaplan-Meier method, and differences in survival were assessed
using the log-rank test. PFS was defined as the time from day O of
ASCT to death from any cause, relapse of an aggressive or indo-
lent lymphoma, or progression, with patients censored at the last
time seen alive and PFS. OS was defined as the time from day 0 of
ASCT to death from any cause with patients censored at the last
time seen alive. Descriptive statistics were used to summarize the
variables of interest. Univariable and multivariable analyses of PFS/
OS were performed using the Cox proportional hazards model. The
post-ASCT MRD assessments were treated as time-dependent
covariates. Wald P values were reported as covariates. The final
Cox model was selected using a penalized maximum likelihood
model (LASSO), and k-fold cross-validation was performed to
select a subset of predictive variables. Finally, stepwise forward/
backward model selection using the Akaike information criterion
was used to determine predictive variables for inclusion in the
model. Nonrelapse mortality was defined as death without relapse.
Deaths after relapse were defined as competing risks. Cause-
specific cumulative incidence between the groups was assessed
using Gray's test. Regression models were fit for each competing
risk using the method of Fine and Gray.”®?’ Two-sided P values
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<.05 were considered significant. Hazard ratios (HRs) and corre-
sponding 95% confidence intervals (Cls) are reported. All analyses
were performed using R v4.0 and the package glmnet v4.0-2 for
the LASSO models.

Results
Patients

A total of 159 patients were accrued: 93 in cohort 1, 40 in cohort
2, and 26 in cohort 3. In total, 149 patients (94%) had sufficient
DNA for the clonotypic analysis (defined as >500 ng), and among
these patients, 116 had at least 1 identifiable clonotype (median, 2;
range 1-7), consistent with a clonotype detection rate of 78%
(overall clonotype success rate, 73%). The clonotype detection
rate was higher in cohorts 2 (95%) and 3 (92%) than in cohort 1
(66%), which relied on older archival tissue samples for clonotype
detection.

The clinical features and survival outcomes of patients with and
without a detectable clonotype were similar (supplemental
Table 1). The baseline characteristics of the 116 patients with
identifiable clonotypes are summarized in Table 1. Diagnoses
included DLBCL NOS (65%), TIL (28%), and PMBL (6%). Eleven
patients (9%) had DHL, and 33 (28%) had DEL. Patients received
a median of 2 lines of therapy (range, 2-4) before ASCT, and most
patients had a complete metabolic response (CMR) (65%) or
partial metabolic response (PMR) (33%) at the time of ASCT. Two
patients had a history of central nervous system involvement before
ASCT.

Among survivors, the median post-ASCT follow-up was 60.2
months (range, 1.7-185.0) for all cohorts, 100.6 months (range,
18.7-185.0) in cohort 1, 57.8 months (range, 12.6-72.9) in cohort
2, and 35.6 months (range, 1.7-60.0) in cohort 3. Fifty-five patients
relapsed, including 3 with biopsy-proven indolent lymphoma. Five-
year PFS and OS rates were 47.7% (95% CI, 40.2-56.5) and
65.9% (95% CI, 58.5-74.2), respectively, with no significant dif-
ferences in PFS or OS across the 3 cohorts.
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Table 1. Baseline characteristics

All clonotyped patients Cohort 1 Cohort 2 Cohort 3

N 116 56 (48%) 37 (82%) 23 (20%)
Male 69 (59%) 31 (55%) 23 (62%) 15 (65%)
Median age at ASCT (range) 59 (23-77) 60 (89-77) 59 (80-77) 57 (23-76)
Diagnosis

DLBCL NOS 75 (65%) 34 (61%) 26 (70%) 15 (65%)

TIL 34 (29%) 20 (36%) 10 (27%) 4 (17%)

PMBCL 7 (6%) 2 (4%) 1 (3%) 4 (17%)
DEL

Yes 3 (28%) 28 (50%) 3 (8%) 2 (9%)

No 61 (53%) 27 (48%) 16 (43%) 18 (78%)

Not available 22 (19%) 1 (2%) 18 (49%) 3 (13%)
DHL

Yes 11 (9%) 8 (15%) 2 (5%) 1 (4%)

No 89 (77%) 47 (85%) 32 (86%) 10 (43%)

Not available 16 (14%) 1 (2%) 3 (8%) 12 (52%)
Primary refractory 36 (31%) 20 (36%) 9 (24%) 7 (30%)
Lines of systemic therapy before ASCT

2 95 (82%) 47 (84%) 32 (86%) 16 (70%)

3 19 (16%) 7 (12%) 5 (149%) 7 (30%)

4 2 (2%) 2 (4%) 0 (0%) 0 (0%)
Disease status at ASCT*

CR 75 (65%) 33 (59%) 28 (76%) 14 (61%)

PR 38 (33%) 20 (36%) 9 (24%) 9 (89%)

SD 3 (3%) 3 (5%) 0 (0%) 0 (0%)
Conditioning chemotherapy

BEAM 59 (51%) 0 (0%) 37 (100%) 22 (96%)

CBvV 54 (47%) 54 (96%) 0 (0%) 0 (0%)

Other 3 (3%) 2 (4%) 0 (0%) 1 (4%)
ASC sample available 98 (84%) 56 (100%) 36 (97%) 6 (26%)

BEAM, BCNU, etoposide, cytrabine, melphalan; PR, partial response; SD, stable disease.
*115/116 (99%) had a PET scan for response assessment before ACST.

Pre-ASCT samples

Ninety-eight patients (84%) had 1 or more pre-ASCT ASC sam-
ples available for the analysis. Twenty-three patients (23%) had
detectable MRD at a median frequency of 1.87 counts per million
(cpm) (range 0.05-304). There was a trend toward more frequent
MRD positivity in patients with TIL (11/31, 35%) than in patients
with DLBCL (12/64, 19%) or PMBL (0/3, 0%) (P = .15). Notably,
MRD was detected at similar rates among patients who achieved a
CMR or PMR before ASCT (21% vs 29%, P = .46) and among
patients with R/R lymphoma (25% vs 20%, P = .80).

The presence of MRD in an ASC sample was associated with
significantly inferior PFS (5-year PFS 13% vs 53%; HR, 2.9; 95%
Cl, 1.7-5.0; P<.001) (Figure 2A). MRD was a significant predictor
of PFS in cohort 1, which used the older ClonoSIGHT IgHTS
platform (HR, 2.9; P=.01), and in cohorts 2 to 3, which used the
newer ClonoSEQ IgHTS assay (HR, 4.2; P = .001). Inferior out-
comes for MRD-positive patients were driven by higher rates of
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relapse (5-year cumulative incidence of relapse 83% vs 38%; HR,
3.2; 95% ClI, 1.8-5.6; P < .001), whereas 5-year nonrelapse mor-
tality was similar (4% vs 9%; HR, 0.4; 95% Cl, 0.05-3.3; P = .40)
(Figure 2B). Among patients who relapsed, the median time to
relapse was similar for MRD-positive and MRD-negative patients
(7.9 vs 7.7 months, P = .9). Inferior PFS was observed in MRD-
positive patients with DLBCL (HR, 4.43; P < .001), but not in
TIL (HR, 1.36; P = .50). (3/3 PMBL ASC samples were MRD-
negative, and all 3 patients were relapse-free). Five-year OS for
MRD-positive and MRD-negative patients was 52% and 68%,
respectively (HR, 2.0; 95% ClI, 1.01-4.0; P = .05) (Figure 2C).

The sensitivity and specificity of the ASC MRD for progression or
death were 36% (95% ClI, 23-50) and 93% (95% CI, 80-98),
respectively. Testing characteristics were more favorable for
patients in cohorts 2 to 3, who were evaluated using the newer
ClonoSEQ IgHTS assay (sensitivity, 57%; specificity, 91%), than
for patients in cohort 1 evaluated using the older ClonoSIGHT
IgHTS platform (sensitivity, 23%; specificity, 956%). The ASC MRD
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Figure 2. Outcomes based MRD status. (A) PFS based on ASC sample MRD status, (B) CIR/nonrelapse mortality based on ASC sample MRD status, (C) OS based on ASC
sample MRD status, (D) PFS according to 90-day post-ASCT landmark analysis based on plasma MRD status. (Patients were included in the landmark analysis if they were alive

and relapse-free 90 days after ASCT, and they had a plasma sample available for MRD testing 90 [+30] days after ASCT). CIR, cumulative incidence of relapse.

is a more specific marker of progression/death than PET
(supplemental Table 2). Higher levels of MRD appear to be asso-
ciated with an increased risk of relapse. Among the 23 patients
with MRD-positive ASC samples, 16 (70%) had MRD detected at
>1 cpm. All 16 patients subsequently relapsed or died, whereas of
3/7 (43%) patients with MRD detected at <1 cpm were alive and
disease-free after 4.2, 5.0, and 11.3 years of follow-up. Among
MRD-positive patients, the quantity of detectable MRD in ASC
samples was not associated with the time to relapse (data not
shown).

In a multivariable analysis adjusted for key clinical and biological
variables, ASC MRD positivity (HR, 3.7; P < .001) remained a
significant predictor of PFS. Other factors significantly associated
with PFS included DEL (HR, 3.1; P < .001) and DHL (HR, 3.5;
P =.009) (Table 2). DEL (HR, 3.6; P =.001) and DHL (HR, 3.9;
P = .01) were also significant predictors of inferior OS, whereas
ASC MRD was associated with a trend toward inferior OS (HR,
2.1; P=.07) (Table 3). The PFS of patients in a CMR on pre-ASCT

4752 MERRYMAN et al

PET was numerically higher than that of PET-positive patients, but
the difference was not statistically significant based on the initial
interpretation at the time of ASCT (HR, 1.83; P = .19) or retro-
spective DS interpretation (HR, 1.18; P = .67) (supplemental
Table 3; supplemental Figure 1). When patients were divided
into 4 groups based on pre-ASCT PET and ASC MRD status,
MRD appeared to be the key driver of outcomes, with similar
results for PET-positive and PET-negative patients with the same
MRD status (Figure 3).

Pre-ASCT PB samples. Thirteen patients (35%) from cohort 2
had 1 plasma sample and 1 PBMC sample collected at a single
time after salvage chemotherapy and before ASCT. In an explor-
atory analysis of this small subgroup, MRD was detected in 2 of 13
patients (15%) (in both plasma and PBMCs), and both patients
relapsed (Figure 4). Among the 12 patients with both pre-ASCT
PB and pre-ASCT ASC samples available for analysis (drawn a
median of 19 days apart [range, 11-47]), the results were
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Table 2. Multivariable Analysis of pre-ASCT variables for PFS

PFS
Term Univariable HR Univariable P value Multivariable HR Multivariable P value
ASC MRD-positive
Yes 2.87 <.001 3.73 <001
Male
Male 1.19 44
Age (60+)
Yes 1.57 .04 1.30 41
Diagnosis
PMBCL 0.62 A1
TIL 1.68 .03
Primary refractory
Yes 0.76 .25
Chemo lines
3-4 1.43 17
Pre-ASCT CMR
Yes 0.75 19
Pre-ASCT DS of 1-3*
Yes 0.85 .67
Conditioning
CBV 1.16 .52
Other 1.10 .89
DHL
Yes 1.75 .09 3.51 .01
DEL
Yes 2.10 .002 3.07 <.001

*A subset of patients (53/98) had PET imaging available for retrospective assessment using the Deauville scoring system.

concordant for 11/12 patients. The single patient with a discordant
result (C2-34) had a negative result from PB and a positive result
(0.76 cpm) from an ASC sample 16 days later. This patient
relapsed 4.5 months after ASCT.

Post-ASCT surveillance samples

Sixty patients from cohort 2 (n = 37) and cohort 3 (n = 23) had a
median of 3 (range, 1-8) plasma and 3.5 (range, 0-8) PBMC
post-ASCT samples. Among these patients, 28 relapsed (including
2 with indolent lymphoma) and 2 died in remission.

The post-ASCT surveillance MRD results from the plasma samples
are depicted as a swimmer's plot (Figure 4). MRD was detected in
45/220 (20%) plasma surveillance samples from 23 patients,
including 19 patients who subsequently relapsed (median, 2
samples/patient, range 1-6). The median lead time from the first
MRD positivity to clinical relapse was 62 days (range, 0-518 days).
Four patients had detectable MRD (median, 1 sample/patient;
range, 1-2), but did not relapse. One patient (C2-17) had 2 MRD-
positive samples, but died without lymphoma relapse after
allogeneic stem cell transplantation for treatment-related leukemia.
Two patients (C3-15 and C2-26) had MRD detected at a single
time point early after ASCT. Multiple subsequent MRD assess-
ments yielded negative results, and both the patients remained in
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remission. The final patient (C3-14) had a single positve MRD
result 36 days before the last follow-up, and was in remission at
that time.

Among the 28 patients who relapsed, 19 (68%) had detectable MRD
before or around the time of relapse, whereas 9 (32%) did not. For 7
of these patients, there was a long interval (range, 239-624 days)
from the last MRD assessment to relapse; however, 2 patients (C3-
06, C2-32) had at least 1 sample available for analysis at the time of
relapse, and MRD was not detected. One of these patients had an
isolated recurrence in the central nervous system. The volume of
plasma analyzed was similar for false negative and true positive
samples (P=.87). Higher quantities of ctDNA were associated with a
shorter time to relapse (P = .0031) (SF-2). A landmark analysis
(performed 90 days post-ASCT) demonstrated that plasma MRD was
associated with significantly worse PFS (HR, 9.3; P = .002)
(Figure 2D). Detection of MRD from a post-ASCT plasma sample (as
a time-dependent variable) was a significant predictor of both PFS
(HR, 5.8; P <.001) and OS (HR, 5.4; P = .005) in univariable ana-
lyses and remained a significant predictor of PFS (HR, 3.0; P=.016)
(ST-4), but not OS in multivariable analyses. Among patients with an
MRD-positive ASC sample, MRD detected in early post-ASCT
plasma samples identified patients more likely to rapidly relapse
(median PFS: 5 months vs 23 months; P=.011).

MRD FOR PATIENTS WITH DLBCL UNDERGOING ASCT 4753

202 AeN 20 uo ysanb Aq ypd-urew-90..00-220Z-APE epOOIa/8E L LL0Z/8YLY/L LI L/Pd-8]01E/SBOUBAPEPOO|]/ABU SuoleDlgndyse/:d)y woly papeojumoq



Table 3. Multivariable analysis of pre-ASCT variables for OS

os
Term Univariable HR Univariable P value Multivariable HR Multivariable P value
ASC MRD-positive
Yes 2.00 .05 2.14 .07
Male
Male 1.19 .55
Age (60+)
Yes 1.41 21
Diagnosis
PMBCL 0.69 .60
TIL 1.81 .03
Primary refractory
Yes 0.65 16
Chemo lines
3-4 0.60 .21
Pre-ASCT CMR
Yes 0.84 .53
Pre-ASCT DS of 1-3*
Yes 1.09 .85
Conditioning
CBV 1.66 .10
Other 0.00 1.00
DHL
Yes 2.24 .03 3.88 .01
DEL
Yes 2.59 .002 3.61 .001

*A subset of patients (53/98) had PET imaging available for retrospective assessment using the Deauville scoring system.

Post-ASCT surveillance MRD results from the PBMC samples are
depicted as a swimmer's plot (SF-3). The quantity of MRD detected in
plasma and PBMC samples was positively correlated, but the asso-
ciation was not statistically significant (SF-4). MRD was detected in
73/223 (33%) post-ASCT PBMC samples from 37 patients,
including 21 patients who subsequently relapsed (median, 2 samples
per patient; range, 1-6) and 16 patients who did not relapse (median,
2 samples per patient; range, 1-4). Detection of MRD from a post-
ASCT PBMC sample (as a time-dependent variable) was not a sig-
nificant predictor of PFS (HR, 2.0; P=.12) or OS (HR, 1.0; P=.94)
on univariable analyses. Higher quantities of MRD from PBMC sam-
ples were observed among relapsing patients compared with patients
in remission (median, 6.51 vs 1.07 cpm; P = .006). Compared with
true positive results, false positives were more likely to rely on the
detection of a light chain clonotypic sequence with a low uniqueness
score as the only detectable clonotype (16/27 [69%] vs 7/43 [16%],
P <.001). A higher threshold for MRD positivity (>2 cpm rather than
>0 cpm) improved the specificity of the PBMC-based MRD testing
from 80% to 96%.

The lymphoma subtype (DLBCL vs TIL) did not affect the
quantity of MRD identified in the plasma (P = .21) or PBMC
samples (P =.19) or the lead time from plasma MRD detection
to relapse (P =.81).

4754 MERRYMAN et al

Discussion

In this study, approximately one-quarter of the patients undergoing
ASCT for DLBCL had MRD detected using IgHTS within an ASC
sample. These patients had poor outcomes, with a long-term PFS
of <15%. The quantification of MRD may allow for more precise
identification of high-risk patients. All patients with MRD detected
at a frequency of >1 cpm relapsed or died; however, this cutoff
requires prospective validation. Based on the high specificity of
MRD for relapse, ASCT should be avoided for ASC MRD-positive
patients, particularly with the availability of alternative treatments,
such as CAR.

The role of ASCT in the treatment of patients with R/R DLBCL is in
flux. Recently, 2 randomized phase 3 trials demonstrated an
improvement in EFS for CD19 CAR compared with salvage
chemotherapy and ASCT in patients with refractory or early
relapsed DLBCL.?®?° These trials implemented a uniform treat-
ment strategy, but better outcomes may be possible with a
biomarker-driven approach. Previous studies have reported excel-
lent outcomes with ASCT for most chemosensitive patients, who
have traditionally been selected based on pre-ASCT PET,*® but
can also be identified using MRD. In our study, ASC MRD-negative
patients had a 2-year PFS of ~65%, with more than half still in
remission after 5 years. These results compare favorably to
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Figure 3. PFS based on pre-ASCT PET and MRD status. Patients were divided
into 4 groups based on their pre-ASCT PET and ASC MRD status. (A) PFS
according to the initial PET interpretation and MRD, (B) PFS according to
retrospective PET analysis using the DS and MRD (subgroup of 52 patients).

outcomes observed with CAR in the second-line setting,?®>°

however it is possible that outcomes with CAR may also be bet-
ter among patients with a minimal disease burden.?® In clinical
practice, many patients require bridging treatment before CAR.
Based on our results, a clinical trial using MRD status to select
either CAR or ASCT (for patients who are MRD-negative after
second line bridging therapy) should be considered.
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The specificity of MRD detection in ASC samples was very high,
but the sensitivity was relatively low, even when using the newest
generation IgHTS assay. Therefore, novel approaches are required
to improve the sensitivity of MRD testing. Pre-ASCT MRD could be
combined with other prognostic tools to improve clinical decision
making, as proposed for newly diagnosed DLBCL.*° Currently, pre-
ASCT PET is the primary prognostic tool used to assess suitability
for ASCT; however, PET-positivity does not preclude favorable
outcomes with ASCT. In our study, pre-ASCT PET was not a
significant predictor of PFS, which was likely driven by the relatively
favorable outcomes among PET-positive patients (5-year PFS,
39%). These results are similar to those of several recent studies
that suggested that a substantial subset of clinically selected
patients who achieve PMR on pre-ASCT PET have durable
remissions.®®°" Further studies are necessary to determine
whether MRD and PET could be combined as a composite
biomarker to guide therapy in this setting.

MRD testing of ASC samples requires mobilization and collection
of stem cells, which are typically only performed for patients who
have already been selected for ASCT. It would be feasible to
collect stem cells and delay high dose chemotherapy until an MRD
result is obtained. However, our analysis preliminarily suggests that
MRD testing from PB may provide results similar to those from an
ASC product. Because pre-ASCT PB MRD testing was performed
for only a small subset of patients, these results require validation.

Detection of ctDNA in post-ASCT plasma samples was closely
associated with impending relapse.

Nearly all patients had detectable MRD in plasma samples
collected within a few months of relapse and very few false posi-
tives were observed. These results suggest that serial MRD testing
could serve as a platform for preemptive therapeutic intervention
The median lead-time of ~2 months in our study is shorter than that
observed in previous HTS-based MRD studies in DLBCL (~3-6
months),®'? which may reflect less frequent sample collection in
our study, particularly among nontrial patients. More frequent blood
draws may be necessary to provide sufficient time for the initiation
of investigational treatments before clinically or radiographically
apparent relapse.

We found that MRD testing from PBMC samples had inferior
performance characteristics compared with plasma-based testing,
as reported previously for DLBCL."® MRD testing from PBMC
samples was associated with frequent false positives. False posi-
tive results are often based on very low levels of detectable ctDNA
that approach the limit of detection of the IgHTS assay. The
detection of a less unique light chain clonotypic sequence (rather
than a heavy chain clonotypic sequence or multiple clonotypic
sequences) also increases the likelihood of a false positive result.
Although the incidence of false positives among PBMC samples
could be reduced by adopting a higher MRD threshold, our results
suggest that plasma-based testing should be prioritized in future
DLBCL studies.

Notably, the prognostic value of MRD may differ depending on
the lymphoma subtype. ASC MRD status was not prognostic
among patients with TIL, driven at least in part by higher rates of
relapse among patients with MRD-negative TIL. Interestingly, the
higher relapse incidence could not be entirely explained by
the more frequent recurrent indolent lymphoma. In contrast, the
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Figure 4. Swimmer’s plot for post-ASCT plasma MRD
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performance of PB surveillance testing in patients with TIL
appeared to be similar to that in patients with DLBCL, but our study
was not fully powered for this comparison. Given their distinct

clinical behavior, it is not surprising that MRD may vary between TIL
and DLBCL, and these differences should be investigated in future
studies.
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Our study had several limitations. We included 3 patient cohorts
to broaden our sample size and allow for the best possible
assessment of the prognostic value of the IgHTS. We acknowl-
edge that there are important differences between the cohorts,
including the time period of ASCT, IgHTS assay used, receipt of
post-ASCT maintenance therapy, and the schedule of sample
collection. However, despite the assay differences, both genera-
tions of the IgHTS assay showed a significant association
between the ASC MRD status and PFS. Based on the negative
results of a phase 2 pembrolizumab maintenance trial,?’ we opted
to include patients treated with pembrolizumab in our study. We
observed no significant difference in the outcomes between the
pembrolizumab and contemporaneous cohorts. Furthermore, our
study was not optimally designed to compare the prognostic
value of MRD with that of pre- or post-ASCT imaging. Pre-ASCT
PET images were available only for retrospective review using DS
for a subset of patients, and the differential use of post-ASCT
surveillance imaging limited the comparison to MRD after
ASCT. Additional studies are necessary to thoroughly evaluate
the prognostic interplay between imaging and MRD in the peri-
ASCT setting. Although we were able to collect DEL and DHL
status for most patients, additional biological information (e, cell-
of-origin) was not available. Finally, many patients relapsed
without recent samples available for MRD analysis, which may
have led to an underestimation of sensitivity and lead time. Our
experience suggests that more frequent surveillance is necessary,
particularly in interventional trials. Considering all these limita-
tions, we were still able to detect a significant prognostic impact
for MRD testing before or after ASCT, which may be related to
the size of our assembled cohort.

Our study is the first to analyze the prognostic value of an HTS-
based MRD assay in patients with DLBCL undergoing ASCT.
Detectable MRD in an ASC sample is associated with a very high
risk of relapse, and alternative treatment strategies should be
studied for these high-risk patients. Post-ASCT surveillance testing
of plasma samples (but not PMBC samples) can reliably identify
patients with impending relapse and provide a platform for pre-
emptive therapeutic intervention.

Acknowledgments

P.A. and R.W.M. acknowledge the support from the Harold and
Virginia Lash Grant Program. R.W.M. acknowledges the support
from the American Society for Transplantation and Cellular Therapy
New Investigator Award and the Lymphoma Research Foundation
Clinical Investigator Career Development Award.

Authorship

Contribution: RW.M. designed and performed the research,
analyzed the data, and wrote the manuscript; R.AA.R. analyzed the
data and reviewed the manuscript; ET., G.A,, EJ., KMM,, J.RB,,
JL.C,MSD, D.CF, ASF, CAJ, AlK, ASL, S.YN, 0.0.0,
EM.P, HJ, HP, PBD, Y.N, RMJ, Y.-B.C,, and M.AS. per-
formed the research and reviewed the manuscript; A.F.H. and P.A.
designed the study, performed the research, analyzed the data, and
reviewed the manuscript.

€ blood advances 12 sepTEMBER 2023 - VOLUME 7, NUMBER 17

Conflict-of-interest disclosure: R.W.M. reports consultancy from
Genmab, Adaptive Biotechnologies, Bristol Myers Squibb (BMS),
AbbVie, Intellia, and Epizyme, and research funding from BMS,
Merck, Genentech/Roche, and Genmab. J.R.B. reports consul-
tancy from AbbVie, Acerta/AstraZeneca, BeiGene, BMS/Juno/
Celgene, Catapult, Eli Lilly, Genentech/Roche, Hutchmed, Jans-
sen, MElI Pharma, MorphoSys AG, Novartis, Pfizer, and Rigel;
research funding from Gilead, Loxo/Lilly, SecuraBio, Sun, TG
Therapeutics; reports serving on the data safety monitoring com-
mittee for Invectys. J.L.C. reports consultancy from Incyte and
Karyopharm, and research funding from Bayer, AbbVie, Roche, and
Merck. M.S.D. reports consultancy from AbbVie, Adaptive Bio-
sciences, Ascentage Pharma, AstraZeneca, BeiGene, BMS, Cel-
gene, Eli Lilly, Genentech, Janssen, MEI Pharma, Novartis, Takeda,
TG Therapeutics, Verastem, and Zentalis, and research support
from Ascentage Pharma, AstraZeneca, BMS, Genentech, MEI
Pharma, Novartis, Pharmacyclics, Surface Oncology, TG Thera-
peutics, and Verastem. E.J. reports consultancy from Syros, and
Takeda, and research funding from Acerta, Janssen, Novartis, and
Pharmacyclics. C.AJ. reports consultancy from Kite/Gilead,
Novartis, BMS/Celgene, Precision Biosciences, Nkarta, bluebird
bio, Epizyme, Lonza, AbbVie, and Ipsen, and research funding from
Kite/Gilead and Pfizer. H.J. reports consultancy from Advanced
Accelerator Applications, Spectrum Dynamics; honoraria from
Bayer Healthcare and Blue Earth Diagnostics; research funding
from Siemens Healthcare, Inc, GTx, Inc, and Blue Earth Diagnos-
tics; and royalties from Cambridge Publishing. P.B.D. reports
serving on advisory boards for Kite/Gilead. Y.N. reports consul-
tancy from Affimed and Novo Nordisk, and research funding from
Novartis, Biosecura, AstraZeneca, Affimed, and Takeda. Y.-B.C.
reports consultancy from Incyte, Jasper, Gamida Cell, Daiichi,
Celularity, Equilium, and Actinium. M.A.S. reports consultancy from
Immunitas Therapeutics and AstraZeneca, and research funding
from BMS, Merck, Bayer, AbbVie, and AstraZeneca. A.F.H. reports
consultancy from BMS, Genentech, Merck, Seattle Genetics,
AstraZeneca, Karyopharm, ADC Therapeutics, Takeda, Tubulis,
Genmab, and Regeneron, and research funding from BMS, Gen-
entech, Merck, Seattle Genetics, KiTE Pharma, Gilead Sciences,
AstraZeneca, and ADC Therapeutics. P.A. reports consultancy
from Merck, BMS, Pfizer, Affimmed, Adaptive, Infinity, ADC Ther-
apeutics, Celgene, MorphoSys, Daiichi Sankyo, Miltenyi, Tessa,
GenMab, C4, Enterome, Regeneron, Epizyme, AstraZeneca, and
Genentech; research funding (institutional) from Merck, BMS,
Affimed, Adaptive, Roche, Tensha, Otsuka, Sigma Tau, Genentech,
IGM, and Kite; and honoraria from Merck and BMS. The remaining
authors declare no competing financial interests.

ORCID profiles: R.AA.R., 0000-0002-1329-5288; G.A., 0000-
0001-6873-9571; J.R.B., 0000-0003-2040-4961; J.L.C., 0000-
00083-3445-5129; A.S.L., 0000-0001-7349-0176; O.0.0., 0000-
0002-8117-7224; E.M.P., 0000-0002-3382-9769; H.P., 0000-
0003-0707-1875; Y.N., 0000-0001-6034-8939; R.M.J., 0000-
0002-7251-8082; Y.-B.C., 0000-0002-9554-1058; M.A.S., 0000-
0002-3949-6897; A.F.H., 0000-0002-9665-7415.

Correspondence: Reid Merryman, Dana-Farber Cancer Insti-
tute, 450 Brookline Ave, Boston, MA 02215; email: reid_merry-
man@dfci.harvard.edu.

MRD FOR PATIENTS WITH DLBCL UNDERGOING ASCT 4757

202 AeN 20 uo ysanb Aq ypd-urew-90..00-220Z-APE epOOIa/8E L LL0Z/8YLY/L LI L/Pd-8]01E/SBOUBAPEPOO|]/ABU SuoleDlgndyse/:d)y woly papeojumoq


https://orcid.org/0000-0002-1329-5288
https://orcid.org/0000-0001-6873-9571
https://orcid.org/0000-0001-6873-9571
https://orcid.org/0000-0003-2040-4961
https://orcid.org/0000-0003-3445-5129
https://orcid.org/0000-0003-3445-5129
https://orcid.org/0000-0001-7349-0176
https://orcid.org/0000-0002-8117-7224
https://orcid.org/0000-0002-8117-7224
https://orcid.org/0000-0002-3382-9769
https://orcid.org/0000-0003-0707-1875
https://orcid.org/0000-0003-0707-1875
https://orcid.org/0000-0001-6034-8939
https://orcid.org/0000-0002-7251-8082
https://orcid.org/0000-0002-7251-8082
https://orcid.org/0000-0002-9554-1058
https://orcid.org/0000-0002-3949-6897
https://orcid.org/0000-0002-3949-6897
https://orcid.org/0000-0002-9665-7415

References

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Gisselbrecht C, Glass B, Mounier N, et al. Salvage regimens with autologous transplantation for relapsed large B-cell lymphoma in the rituximab era.
J Clin Oncol. 2010;28(27):4184-4190.

Crump M, Kuruvilla J, Couban S, et al. Randomized comparison of gemcitabine, dexamethasone, and cisplatin versus dexamethasone, cytarabine, and
cisplatin chemotherapy before autologous stem-cell transplantation for relapsed and refractory aggressive lymphomas: NCIC-CTG LY.12. J Clin Oncol.
2014;32(31):3490-3496.

Sauter CS, Matasar MJ, Meikle J, et al. Prognostic value of FDG-PET prior to autologous stem cell transplantation for relapsed and refractory diffuse
large B-cell lymphoma. Blood. 2015;125(16):2579-2581.

Armand P, Welch S, Kim HT, et al. Prognostic factors for patients with diffuse large B cell ymphoma and transformed indolent lymphoma undergoing
autologous stem cell transplantation in the positron emission tomography era. Br J Haematol. 2013;160(5):608-617.

Shadman M, Pasquini MC, Ahn KW, et al. Autologous transplant versus chimeric antigen receptor T-cell therapy for relapsed DLBCL in partial
remission. Blood. 2022;139(9):1330-1339.

Shah N, Ahn K, Litovich C. Is autologous transplant in relapsed DLBCL patients achieving only a PET+ PR appropriate in the CAR T-cell era? Blood.
2021;137(20):1416-1423.

Kurtz DM, Scherer F, Jin MC, et al. Circulating tumor DNA measurements as early outcome predictors in diffuse large B-Cell lymphoma. J Clin Oncol.
2018;36(28):2845-2853.

Alig S, Macaulay CW, Kurtz DM, et al. Short diagnosis-to-treatment interval is associated with higher circulating tumor DNA levels in diffuse large B-Cell
lymphoma. J Clin Oncol. 2021;39(23):2605-2616.

Roschewski M, Dunleavy K, Pittaluga S, et al. Circulating tumour DNA and CT monitoring in patients with untreated diffuse large B-cell lymphoma: a
correlative biomarker study. Lancet Oncol. 2015;16(5):541-549.

Kurtz DM, Green MR, Bratman SV, et al. Noninvasive monitoring of diffuse large B-cell lymphoma by immunoglobulin high-throughput sequencing.
Blood. 2015;125(24):3679-3687.

Frank MJ, Hossain NM, Bukhari A, et al. Monitoring of circulating tumor DNA improves early relapse detection after axicabtagene ciloleucel infusion in
large B-cell lymphoma: results of a prospective multi-institutional trial. J Clin Oncol. 2021;39(27):3034-3043.

Scherer F, Kurtz DM, Newman AM, et al. Distinct biological subtypes and patterns of genome evolution in lymphoma revealed by circulating tumor DNA.
Sci Transl Med. 2016;8(364):364ra155.

Sharp JG, Kessinger A, Mann S, et al. Outcome of high-dose therapy and autologous transplantation in non-hodgkin's lymphoma based on the presence
of tumor in the marrow or infused hematopoietic harvest. J Clin Oncol. 1996;14(1):214-219.

Gribben JG, Freedman AS, Neuberg D, et al. Inmunologic purging of marrow assessed by PCR before autologous bone marrow transplantation for B-
Cell lymphoma. N Engl J Med. 1991;325(22):1525-1533.

Jacquy C, Sorée A, Lambert F, et al. A quantitative study of peripheral blood stem cell contamination in diffuse large-cell non-Hodgkin's lymphoma: one-
half of patients significantly mobilize malignant cells. Br J Haematol. 2000;110(3):631-637.

Roerden M, Wirths S, Sékler M, et al. Impact of mantle cell lymphoma contamination of autologous stem cell grafts on outcome after high-dose
chemotherapy. Cancers. 2021;13(11):2558.

Andersen NS, Donovan JW, Borus JS, et al. Failure of immunologic purging in mantle cell ymphoma assessed by polymerase chain reaction detection of
minimal residual disease. Blood. 1997;90(10):4212-4221.

Jacquy C, Lambert F, Soree A, et al. Peripheral blood stem cell contamination in mantle cell non-Hodgkin lymphoma: the case for purging? Bone
Marrow Transplant. 1999;23(7):681-686.

Johnson PWM, Price CGA, Smith T, et al. Detection of cells bearing the t(14;18) translocation following myeloablative treatment and autologous bone
marrow transplantation for follicular lymphoma. J Clin Oncol. 1994;12(4):798-805.

Corradini P, Astolfi M, Cherasco C, et al. Molecular monitoring of minimal residual disease in follicular and mantle cell non-Hodgkin's lymphomas treated
with high-dose chemotherapy and peripheral blood progenitor cell autografting. Blood. 1997;89(2):724-731.

Frigault MJ, Armand P, Redd RA, et al. PD-1 blockade for diffuse large B-cell lymphoma after autologous stem cell transplantation. Blood Adv. 2020;
4(1):122-126.

Ansell SM, Minnema MC, Johnson P, et al. Nivolumab for relapsed/refractory diffuse large B-cell lymphoma in patients ineligible for or having failed
autologous transplantation: a single-arm, phase Il study. J Clin Oncol. 2019;37(6):481-489.

Herrera AF, Mei M, Low L, et al. Relapsed or refractory double-expressor and double-hit lymphomas have inferior progression-free survival after
autologous stem-cell transplantation. J Clin Oncol. 2017;35(1):24-31.

Armand P, Oki Y, Neuberg DS, et al. Detection of circulating tumour DNA in patients with aggressive B-cell non-Hodgkin lymphoma. Br J Haematol.
2013;163(1):123-126.

Ching T, Duncan ME, Newman-Eerkes T, et al. Analytical evaluation of the clonoSEQ Assay for establishing measurable (minimal) residual disease in
acute lymphoblastic leukemia, chronic lymphocytic leukemia, and multiple myeloma. BMC Cancer. 2020;20(1):612-626.

Gray RJ. A class of K-sample tests for comparing the cumulative incidence of a competing risk. Ann Stat. 1988;16(3):1140-1154.

4758 MERRYMAN et al 12 SEPTEMBER 2023 « VOLUME 7, NUMBER 17 © blood advances

202 Ae 20 U0 1s9nB Aq Jpd-ulew-90, ,00-220Z-APE EPOOIq/8E L LL0Z/8Y .Y/ L L1 2/iPd-8[olLe/S80uBADPEDOO|G/aU"SUONEDlgNdYS.//:dny WOl papeojumoq


http://refhub.elsevier.com/S2473-9529(22)00764-9/sref1
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref1
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref2
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref2
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref2
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref3
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref3
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref4
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref4
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref5
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref5
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref6
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref6
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref7
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref7
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref8
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref8
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref9
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref9
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref10
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref10
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref11
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref11
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref12
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref12
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref13
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref13
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref14
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref14
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref15
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref15
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref15
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref16
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref16
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref17
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref17
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref18
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref18
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref19
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref19
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref20
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref20
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref21
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref21
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref22
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref22
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref23
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref23
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref24
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref24
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref25
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref25
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref26

27.
28.

29.

30.

31.

Fine JP, Gray RJ. A proportional hazards model for the subdistribution of a competing risk. / Am Stat Assoc. 1999;94(446):496-509.

Locke FL, Miklos DB, Jacobson CA, et al. Axicabtagene ciloleucel as second-line therapy for large B-cell ymphoma. N Engl J Med. 2022;386(7):
640-654.

Kamdar M, Solomon SR, Arnason J, et al. Lisocabtagene maraleucel versus standard of care with salvage chemotherapy followed by autologous stem
cell transplantation as second-line treatment in patients with relapsed or refractory large B-cell lymphoma (TRANSFORM): results from an interim
analysi. Lancet. 2022;399(10343):2294-2308.

Kurtz DM, Esfahani MS, Scherer F, et al. Dynamic risk profiling using serial tumor biomarkers for personalized outcome prediction. Cell. 2019;178(3):
699-718.

Mei M, Hamadani M, Ahn KW, et al. Autologous hematopoietic cell transplantation in diffuse large B-cell imphoma after 3 or more lines of prior therapy:
evidence of durable benefit. Haematologica. 2022;107(5):1214-1217.

© blood advances 12 SepTEMBER 2023 - VOLUME 7, NUMBER 17 MRD FOR PATIENTS WITH DLBCL UNDERGOING ASCT 4759

202 Ae 20 U0 1s9nB Aq Jpd-ulew-90, ,00-220Z-APE EPOOIq/8E L LL0Z/8Y .Y/ L L1 2/iPd-8[olLe/S80uBADPEDOO|G/aU"SUONEDlgNdYS.//:dny WOl papeojumoq


http://refhub.elsevier.com/S2473-9529(22)00764-9/sref27
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref28
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref28
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref29
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref29
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref29
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref30
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref30
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref31
http://refhub.elsevier.com/S2473-9529(22)00764-9/sref31

	Minimal residual disease in patients with diffuse large B-cell lymphoma undergoing autologous stem cell transplantation
	Introduction
	Methods
	Patients and samples
	Pre-ASCT PET analysis
	Autologous transplantation and post-ASCT surveillance

	IgHTS MRD assessment
	Statistical analysis

	Results
	Patients
	Pre-ASCT samples
	Pre-ASCT PB samples

	Post-ASCT surveillance samples

	Discussion
	Authorship
	References


